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(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject 
convenient dosage form comprising 
pseudoephedrine as a sustained release component 
and cetirizine as an immediate release component, 
capable of administering both the compounds as unit 
dosage forms so as to treat allergic rhinitis. 
SOLUTION: This dosage form is obtained by mixing 
(A) cetirizine of the formula as an immediate release 
component with (B) pseudoephedrine so that at least 
part of pseudoephedrine is contained in a core so as 
to continue the release of the part of the component 
B to a use environment. The dosage form is made 
not to contain an alcohol having a molecular weight 
smaller than 100 and its reactive derivative. 
Generally =80% of the component A is released 
within 1 hour after administration. Preferably, the 
component B is released for 8-24 days. The 
objective dosage form is obtained by coating a 
formed durable core containing the component B 

with an immediate release layer containing a water-soluble film-forming polymer. 
Preferably, the core is mixed with hydroxypropyl methyl cellulose and lactose. 
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•jTv -r K X 7 X K >©it>JS < i fc-SPli. :7"y -< K X 

Sn : ■fe9^';>'>«ii:f^WfiK^><!:fr±iafiiJ}gK:^* 
n : -€-l/r±iegiJJ^»^^^**i l O 0*Se©TJU3-;U 

•c*S, i9*Ji 1 {ciB*8©fiiJJ^. 
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316«:ietg<DS<JJfJ. 
[19*9 8 ] SiJJfJdi. ^^m. 1 0 0 0 TtSpOT-'I'a - 

[ IS^Jl 9 1 © 7' V K X 7 X K y >3!)S±iB© n 

n/c7'y Kx7 X K >^ffaf^tija[fiX!a?:^tf. 

[itJR:^ 1 1 ] 3T-*s-7'v Kxy X K 'J 
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[««JS 1 6 ] ±iB®l^(HI**«,8~*Sj2 41^-C* 

^. it*^ 1 5 CCfB«{©SiM. 

1 7 ] 4r5^ yj^^fcjco'y y-f x k y 
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Fx7x K >J>c7)-g[5cD^ffliSJ^'^0)5iaA5}#rcSn : 
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18] -fe 9^ 'J i;>Ai^^e«]tCi*^3nsm© 
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10 ^2 OtClBtgCDSiJJ^, 
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>fFx7xF';>. i(iSj7 0~|!j4 2 5in?<Dffltett!ft^^ 
Si], i!i5l2~i(i*Jl 7mgCDie^l. *J<i:(l>*i!f)0 . 5~i!Sj4 
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[ff^^S 3 1] -te ^ j: OfT'y >f F X7 X F 

yy-f Fx7x F';>«:#ty^iK&W3T-«. ^^V 
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FX 7 X F >; >?:$tffi59f5«^iB)>S:»jaiS-ClsS!S-r S C 
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50 -=S:$t?iai^mJi-C|j!tS1-^Ci. 
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somgaastWT'y-f Hx7x K';>teaii*i9:#-rs 
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[0005] 
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SSti ; -eLTilBSiJj^d^ ^^-Mi 0 o*SI©t;1'3 

[ 0 0 0 6 1 l/l^SI«|-C«. *^B^». ^'y Fx 
y * F y >©iJ>& < i fc-SP3»«. :^y Fxy ^ F 'J > 
30 ©— SBi&^t?=ir-{c^in, 3T-*53jaiiK:j;or 
ffl*n-c*jD. cntcj:ory*y-r Fiy * F';>©^l& 

t L-C±IB?riM«c$*n ; -e-Lr±IB?fiJJf^*s. :»-iF-a 1 

0 0*«©TJU3-;uteJ:{jf-e-ne>©sjt5i4K«^*3i 

■fe^i»i;'>fcj;0'y'y-^ Fxy x F D 

[ 0 0 0 7 ] ut,>ss«t?«. mmt. ^T-S2 s o 
*«©t;1'3 -Ji/fcico'^ti e.©sis;i4ii*(*4iiKfi«) 

40 0 0*vi©T;i/=i-Ji'*jJ:o*^ne>©Sl6t4sl^i*^JI 

i^a 1 0 0 o*}s©T;i'3-^i'*jj:iyt*n6©siSttsi 

[0008] *jfiiWtt$ e>cc, •fe?' >; i^>*sj:(>*y"y -c 
Fxyx Fy>€r$ty®(*g'J?{J©SsBg:&ffi-c&-ct:, y 
y^ Fxyx Fy>?:#tf^5^iBil6!tW=ir-«:. -fe^ 

1 0 o*?i©TJi'3-jutej;o*-?-n^©]5icr.1±^«<*^ 

50 |IHe^(C^*^tl,\ ?r^tJ>±fB©:^ffi?rffitt-rS. 
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[0 0 0 91 »SUI.»!»lirW. *^|«W. iz9-*)V>> 

WJl-clsgSf ^.ci, cc-c. ifflfiX^. MteJ;0'lii*» 
(0 0 10) cc-cm^^i" -b^vi^y «. ^ (i ) 

[0 0 1 1 ] CC-Cfflt^-S" r/V-Y Hi:7x K'J >" » 
(0012)" TJUn-jU" li. •fe9=-';y>iJgl£;l4(D 

[0 0 13] CC-Cfflt>-5>" Slt>14^ii(*" it. XXf- 

]Klc:-r*c<!:*s-c#-5r;U3-;u (-0H) »«:Wr* 

(0014) " fiSjf^" »A3;/c«aia*i^45iS,mi»-r 

'5'SJf5>SrSi!*L-CfcJ:C>„ 30 

(0015) ^m^it. -^^V i;>*J J:0'7'y -< Kx7 

fi£^*(CSSn. Jllgft^JKmat^ (Dt^TLz/ci*) 
(CCti*i?.fRm*i*S* -So fiefflSJ^. 05:^.13:^]^ (G 

^ y y 1 mm:iP^i.cMmi!pii>'PU <ii>s 

o%*sfi5(m§nftwn««c^^t». 

(0016) CtlJC)** l/T . y V Ki7 * F y 

/c->rsitHi3n.2)3Ss. JWTTi¥fE-rs<fc5«:, ^^tb 

1 0%^imti>. nm^^^in.^^'J-< Fx:?^ h-y 

Wx.«. :7'V-r Ki^x Fy >B, cn^4~3 
6B#PBi(ct>/c-:>rita;g(m-r^>}$i^S5ctBv h y i-^^ic 
ffi.j^^3itfc<i:*5-ct. miiv h y i';=t.«=jr-^tg 
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FX7 X F y ^tt^fiScWifflfiKBJ. *j iofar-cc 

(0017) m.m.mmmi ittj.f^*i>. m^^tam 
^(DtaxofSk. -fe^^ y j^>*^^j'^^fi 1 0 0 *j^s©T;U3 

-JbigfttT'Si. H2 5^ys^>i©JgJts a^«x;^7- 
Mtifi^ C r . S14il?[iJ t oDSietc J: 0 SiJJK*s«!& ton 

i>(DV. ■I2 9^ys^>i^>^fi*ll 0 0*?S(DT;U=i-Jb 
■^^ ys^>fiS;^^rSiJJf5'^©*A-ri J: CX-e©^. 

Aj:< Tit tut. Jjnxmcffl<,»iCi*st?*«., " ^ 

^fi*i- • • *?^s©TJi'3-ji'*iias^K^^i:tc>" i 

fc*) . *5t,»«H2 5=- y i^>©?f'l}i5^©«AM{C^n?)?: 

i^*-r-5ct*,m-r-s. 429^yi^><t]sic;i4r*ST 
n. iEtiitcU'^-'U«fii'/©T;i'=i-;Kcj:?.. — jja 

fil 0 0*SI©T;l'=i-;l'©^fi«. ^— T^bn-Jb-C 
iSKSTiCCCg-r -5S*R Sf * b < »42 ^ 'J i?>© 

i%ijsj;c-r.s©tc^-r-5«*ii{c-r'<t-cs>-s. 3e> 

:»^ai 0 0*Si©rJU3-;U«. ^M4'©H2 5^ 

yy>©o. 5%isi5-r-5©K:s-ri«*S6-c*4© 
*5!if*o<. sfc»*o<«> ^^si oo*?^©t;1' 

(0018) :pT-i6^zmmm:f3<D».tmm 

it. <S^^fiTJl'=i-Jl'*JJ:C/^n6©)Sfc>ftM^i*=fe 
y->i, v:7'o.'N-y-;i'teJ:cxyy-fey>r*^o i*" 

y 42 y >© J: ^ tj:^m!^..7)vzi~Mtm^ifiUL < mm 

?:40-5©r> -€-©J:5«CfiE^l3:<!:tCA><jgWS©*s» 

9^y s7>i:©Sft4«, ^n6*ifi^s©4>©-r*^)^£ 

^«3 6lCjS(:^5'^tr*^, pJSKiJ©|5-<t3:x;^7^ 
;u. r^cto^. T;i'=i-;u©siettiSSI^-c*Si^®-c 

$) 0 . XX r-)\^mt^9 y t> > i X X 7- JU3^JII 1/ -c^pj 
jfj^s^f-^citctcso-c, -teg^y i>>icnp)©!B5W 

fS»*i^-c;]ai*5j:cxBTiE©aii«:©^fr ( i o o'c*?i 
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[0019] *^B^-CfflC^6tx^*:»m»JffJ0Cii. 
Itiparticulate) ffWJ" ^/c«" ^Sitt 10 

[ 0 0 2 0 ] -fe^ y t^>^m^ txy^m-c" mmsna" t 

8 2 4 B$ra tC ^/c o r }#^j6StB*r -5 *'C^r3 T - 

{t. r^'y-r Fx:7 3: Ky>*tf-oai-rvhu-^^;<r*> 

cfcl^o *^t^tt. :?*V-f Fx:7x Fy >nT-Ji. W 
>( Fx:7x F';><Dfi6«3Si^^©ffi»3lS**0KS'r^C 
<!:^J:«37*v>< Fx:7x F'J>^:^^&tH-r^7k:7s^tt 40 

7*y>f Fx7x FU>^«ffifi£^>&>6Jf$fi5(;5nri>rfc 
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[0 02 2 ] mm^mm^^c^-z^xm^titcy'v ^ fx:? 

ifitt». rJT-4^:^tCHJ^. *^07ki >^V Fx:7 x 
7k«!8*aioTnT-tCA»3. :7'v^ Fx7* Fy>«r 

Fxyx FU>?Jr54-^3 6^racct>/co-CS(US 

JSti. FII;t«EP-A-0 3 5 7 3 6 9CCiBfE?n 

i-otiicDPan^rWori^rfejcc^ «eap«a®co<i: 
c:«>^cc. «?«;i«FyMca:or. msmcm'iX':fv a 
Fxyx Fyv^ffiffl^-tt-E), c(DScDS:««^^wr 
^^r$>o. ^<<D3RSJttf^F. m«*ai$f^il4. 9 

1 5.9 5 4-^. ^4, 9 1 5. 953^. 114. 91 
5. 95 2^. 114, 847. 093^. *5<fcDf||4. 

8 1 0, 5 0 2^w:ietic5nr4c5 0. ^rih\t'^<o±x 
*#M*r -5 c i J: o r c c ^clBig S n/c <o i ^ o 

[002 3]" miVimmw */c«-* ^5et^" 

>^>:teJ:C/:7"y'r Fxy X F'J^r^-S. 0^^<Dn.^^ 

bO^^tty-^mo. 3cm. jfiF^L<^il 0 0 Mm^ 

0. ^^(i:7'y'f Fxyx F•;>^D*,c^}^^&al:3T- 
*S^5l^. ^^ffitt±iB(0«fc^CCU"C<>/c6 3txSo ^ 

[002 4 ] j5«o,®«ir{i. -fef- i»^mm^^ttin 
morxi^^y^y^ Fx:7x F';>$*vh»; ^d^xs/c^ 

l/r*>J:<. e^iij^^';i;^>CDloJW±<D-^u u^ h 

^ijy'^}i%m'^(o—^tLxm^ri>j:iK ^nvtm 
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[0 02 5] ^ifmmim'^imri>fj:hk:£. M3&^*'C^ 

S^U. :>'V^ Kx:7:c K ';>©:fer^:^r-^Cig'&•r 
[0 02 7]sij<Dag«ri*, Hz^ys^xD^rfccfccf:/ 

y Kx >r K y >CD— SR*, «0©jicD[t«fi!(ffi«SCc 
:3T-Ccii^T^o ccogiJcDSiSr^^. at^&mco/ces?) 

[ 0 0 2 8 ] -fe ^ y >^ >(De-^fiti±ia(Dcl: ^ CC.^^O 

20mg/BX$>h. :7*y ^ Fx:7:c F»; >(D!g#atJ 
— flS^C^^e O-I^Z 4 Omg/Sr^^o 15-6 0111 
g/BCCtl^-T'&yV'Y Fxy * F';>0$^2 5%Sr 

6. y'y-f Fxy X F ';>(0^'C?::3T-^S^T'5© 
[0 0 2 9 ] rvfUra-^k r;KDct ^ ^jr-^n 30 

--;l/xx f-;KD— ffiS^j^citSx X f';Mt;ffi«: J: 

[003 0] :^mmidi.^xmm^ji^(DX ^ u-mi^-^ 40 

-So fiiJJg«5 0-Cri 2iBra, HD/cSg (KD^^Ci 

\mmwi^xj-7h^yy (HPLC) 

CitCcfco-Cp HUSSIL/c) 07^6 0%fcJ:?>'T-fe 50 
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F •j;l/4 0%J:0?cS^V^^f'-< y^^mSir&mb 
X. 'J;!/ F ^ T(Ultrasphere) (^•;' ^-7> • 

>xy;i'y>Ftt(Dgli^ffi^) C~18 ODS:^^ 

mi^^i>Cti)^X»i>o aSfi^-WCCl inL/»r*€). 

42 ^ e> > X ;^ f-;!^ t ^ V > ii;^'® tB r ^ o 

mmti:tmti>CtiiCj;:^xn'>Ctf)^X^i. 
[0 03 n^ilSSfeUlrJT-^tJ. y'y>rFxyxFU> 
^mibihttifctfclt^^^tifc. ^U-cyy-TFxy 
xF»;><0<£ffl?g^. G Ilf-^cD&m^ii^-ti^cfc^Cc 
fli< -vF -^^xttf43&^e>Mi§?n'5o :/y-rFxyj: 
FU>^ccDacDvF';t'^;^«:a^*>i2iOi#. ^^JIS 
m«i<b LX^ F 'J ^X(Daffi:«>^^^D^o Sf-^r . 
ISISiJ;&5vFU-:^^X%il0ra:tStUfd^. S/t^-^^FV 

wo 9 5/3 04 2 2-^tLr^ra?n/cPCT/I 
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[0 03 2 ] vF 'J •:.^;^r3r-<D»*bCiSg««. 

7KttvF »; ttj:t>i5. y'y-/FxyxK»; 

><b. V F »; ^X<!:Lr(D. y'y Fxy F U ><D 

t:;!/^^;^^;!/^-^ (HPMC) , bFn=^S/y*Pt* 
;H2;Un-X (HFC) . 7i<v (x^u>:t^S^F) . 

t>1vt5t4tiHPMCr*>So ffe<oaflJ^7Kt4^ Vv--^>ffl 

Cc«7K«:^g«3H±-&, yV ^ Fxy :c F U F V 

tktii^tii>. sa*1ivhi; -:f>7xnT--*^6<Dy*y-r F 
xy * F y ><D«g)giSS». fflC^SHTKttsJ^ U •^'-(DS 

^j;:u^^^m(^^^xmmo'> h. -^cc. 
i:mii^hctitcj:':>xi>mmo^ho cti6oj^»n^j(D 

J:'!>^cCli. NaCK KG K N a H C O3 cOcfc ^ ^'j: 

(N-fc:'^;b~2 - fa ';s^y>) S/ct^^''J 
t':^;H::*n U F>. (S^SH PCS/ct^HMPC^/c 
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(0 0 3 7 ] S6K:{i'7<D^-CK, -/y Fx^- F 30 
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y>t Fayju-? h y -ji^7,zi7-iPimj\^iiCL. 

jfMsK y V - ^^tf itt^ataji -ctsa i/T ^> cfc (,» . 

[004 1 ] 36tcffl<j©J®K6r». r^V-/ Fx7x F 
y > t F a yjuv h y i7 X 3 r -*¥SiJf5(c l , ^l^jS 

^a4©^6ncffi©4>'C>tc7=i:?:*>w^>c<i:K:iot:-3< 

;uAmf!S^y-7-%stfiet^ffia-c^aL/rt 

(0 04 2 ] $f)tC<l'5©i|^-C«. T^y-rFx^xF 
y>t Fny;l/vF y -yi^xaT-^^RIgJJgtcU. 

©ii^«, *Rt§iJe©l4K:-g--,-c*fctt*R1§SJK©^6 
>i:S©*'C»)Bl«:-e--jr:T^S«1±»a?re< :^ y y F*W 
*Sl>»^a*>6;^ F y '-;:7'?:B!{0I^< Cite 

uf*^t47 ^ ;uA}gfis«j< y 

[0043] ±iaSi1iOJ^©^M?: 1 oti±©:)?ffitC J: 

SiJi^j||ffl©3igg^ro < ^ C i Bfra©Si5^^?«a?:aSI 
JST J; S J; ^ taimw^yz Ttf ^ c <!: tJ^-c * 
•5. 

[0044]" ^®jai4!B5lI" <tl»^fflii». S0-r S 

^Jttffis#p^ (■r^it)^. 4~3 6B$ra) ©p^tc. :7'y 

^ FX7 X F y >©*;gAj:i^j||*i^(Di|«9M*M0etWr 
^DiCi*ittt>J:^«c+^>a:/13<!:7'y-r Fx7x F 

^)>K.^-ti>T-mmb.^mri>->m^mfiti>. ^© 

i -5 ^ct4a«. yy W FX7 X F y >«:>ff tr+^a-K:® 

©^«©:7^^14IS!a?:ff5fi£-r.&/ci{)©!K5«(ci*. :7-y 

F xy X F y >©l£tft«fe?|{c*s$^ 1 0 - ' c m'/ s 
©liefl«Hc^r©*t|sf*«^*n.5. ±ffiJi£;t5(<^«±-c 

i^-^/cJ: ^{cv F y V i7X«jiiB5(C*tL/T+:»Aj^>(D-C 
WfcCcr^D5^'f:/©«jti^-ct3:. c©j!t»^«r 

w■r-5^^W5!p•o^^4:•c^^)5:l»(J<»:^^:^T©M15^^4», 
i^^l©t^i^t'*lpa□^cJ:^fe©r*^/c^!^). -ent** 

/<:*>fc^aigtt©ttSS-cyy -f Fxy x F y >?:iRSL, 

Lt,»©«. i»^^tt4<y-7-. WA(ix5^u>/i^g{f 
xji/3)i}<y -7-, jj^yiglbt'-Ji/. x^;u-fe;ua-xte 



13 

[0045] iSR*iMMrHi n/ciS?^S(m::?'y Fx 
F';>ffl^^*^tfr3T--«:i?jt*r^<b#. fflC^^ 
SKoaS^. m«E P 0 357 369-^.^ 
I11#i*^4. 8 4 7, 0 9 3-^4c5J:D^'m4. 9 1 5, 9 

5 3-^*^e^)/c±iB1$it43<tc>*WJiSiB5?&^6^^Wr)A< 
Ti^'jv-. ^}<u;^>'^?f>>. d<';T^F. jj<u»i?u^>. 

U O^^-^b^^^U F) . (>^^;L'^^t5' »j u 

• [0 04 6] •fe;l/n-;^«f4. t^^tf-fe^UP-xxxf- 

OOfccD-Ci-So •fe;na-;^xX'r;l/*$cfcCXx-f';KD 

T5^;i/S*52-4<i(Dgt3RJH^?Jp6^C'5»*>'-, 
>^-4c5J:2>' F U -TS^;i/xx7";u. 4dJ:cKT;i/+;v*7&5 
1 - 4 fflcDj^;ST-^&^ 6 >i ^ -fe Ji/ o - xoffiST )\^^)\^ 
x-'riU'r*-5o •fe;l/0-xxX7^;Kijl^x;:^7^;l/, 
mtf-fe^l^a-^^T-fer- F. :^^u-F. t.^diX^y\^ 
a-;^^x;<f*;i/CD:/u> Frfccfcc^ |5]0>'^'';x-^x3 
>«H2;i/a-;;^cDx-r;i/tcfe^6n. •b;i/a-xxx 
^>>u*jJ:0'-fe^i/D-;^x-'f'^l/(D:/u> K5&^^Sia^o 

-feJUn-xxFU-F. r-fe FT^l/f t: Fe^j>'^>'U 
■t2;Ua-::^. •fe;Un-XT-fe7^- Fx5^;^:t^Jl//^*y- 
F. -feji/a-XT-feT*- F-7^ F. •fe;i'a-XT-fe 
5=-- FJ'^5';^:^;;^>'^'^- F. •fe^i^n-xr-fe-r- Fx^ 
s^*-F. •fe;i'0-;^T-fef-- Fe^p^^^-'T^27"- 
F. •fe;l'n-XT'fef-- Fx^;U:^-;J<;^- Fv -fe^l^D 
-XT-fer- F ^PPT-fef'- F. -fe^l/n-XT-feT*- 
Fx^;l/:t+1f F. •fe^Hn-XT-fef^-F-'^^^'l'X 
;i/j^;^-F. •fe;UD-xT-fe7^- F:/^;^x;^^;^- 
F. •fe;H3-XT-fef^- F p- F^l'X>x;l/*4^-^ F. 
•bJUP-Xi^r >'T-fe7'- F. -tz^l/P— xr-fef--^ F F 

y^yf— F, tectcx-fe^up-xy^s^^s^'; u-F35>^* 

(0 04 7 ] -feJUn-XxX-rJUi. •feiPP-Xif:. tB 

(tC^-yXmf&'^iCt^^V^^. -^e^^j:-fe;l/p-xx 

S^ 39. 4. 3 9, 8fccl:0'4 O^CD-feJUP-xr-fe 
f*-h3 9 4-6 0, 3 9 8- 1 0fcJ:O'4 0 0 -2 5 



(8) 1 0-45596 

f*t/-*«+>yX!j«-F<D>r-XF'7>-5r^;^ 

[0 04 8 ] iS^JCOff5-Cfc^^t^iK9COffJT*>. CCrl^ 
D ^ ^ ^ ::?*<OiJ»J p T - tiMOc <t T lagp S n ^ ^ ^ 

^ Kx:7 X F XD^MSm. y'v-( Kx-^ F V >*5 

■oTfc («?!lx.«. 7*v-r Fx:7x FV>«)S^ilbril: 

20 [0 04 9] m(^^r>XmB^tl^::3r-i:mr^m^i 
kt. mmmcJ:i>^mm. rfj:t>^. :7V^Kx>':cF 
y>PT-«rHt^i£a$iMIS7&«:^y^ Fx:7xKU>Cc 

V-f Fx:7x F';>^S^L/. r^'y-r Fx:7:r: F»;> 
:7*y-f Fx:7x F ';>PT-<Z)F*ggP^^6*rcfc^^ 

n/ciofei±<D7=s:*3i-:>r^j>&^e>"c^. ?^:<D:^#3fc 
30 xz:fmtm&-^nr. 31^13:0, 05-2 mmns-c* 

[0050] S^^r^ft]© J: ^ nt7k:^1*^M3RaitS 

*4ti±i6coj:^3^j:-fe;up-x«*4r^^o l^tcJf^Li.^ 
«l4fcix^;l/-te;l/p-x. -fe^l/P-XT-fe-r- FtecfcCX 
•fejl/P-xr-fef-- F-C*So d<i;-7-ttW 

fiaftflcP-:$?--C*'&Wu r s t e r P-:$?-. 

tt^. 2«ti±(Dtis*>^u>F-r'5c<i:oc<toriass 
[005 1 ] »a<D^5'?LK«:3}^«)e>n4fe<D(c-r-5<7)tc 

50 ^ct^-^ts. ^^(^mmtcmnmfSL^matt>j^^)i^ 



(9) 

15 

4. 851, 228^,114, 687. 6 6 

113, 5 3 8. 2 I 4mcmU<SimStlX*s'0. Cti 

[0052] m<Dmil<n>i^^ $ «!^{C«|gr$>«. iWS 
3{cj:r>r^l5 4, — flSlc. m©:^*SH5 0 um* 

jt-C*«3. ^mffia«m©^«ffi«® 1 %*jSlr* 20 

0~7 0 0/xni-C*«). «jafe®3»/cl,»t:(,»©JS^2 

0 0~5 0 0/im-C*.5, ^litt«5<Dia^. K©J?3tt 

-fiStcS-T 5 mn-C*-2., 
[005 3] J!iCD*ffl?L©:Ac^ 3 ^.tiy-'-e-CDJl 5 tt, 

mitefeAlif 6n s j: o tciagp-r ^> c t A^r ^ 

[0 0 5 4] Jf^OliJStJ. EP 0 357 36 9 

lgtt±iB-fe;l'P-:^xxx;l/*jJ;C>'x-x-ii'C!>J:^ 

ctCi, EP 0 35 7 3 6 9 {CfBtS©!^«?:$*fc 40 

■SE^K «. iJ><c < i 6 0 ~ 9 0 ftB%©;!kHF«tt 
*jicfcn«:»j£LTi|i5>4 0~ 

1 0 Sa%©±fB© J: ^ !ifffl?L}efiSS«^?r^WS 1*^*'^ 
t-c*^. mMUi^^^'i^^hicit. )giB^!^«:tt6 5~ 
7 5fia%. !!$tc*«)6 8mfi%©*^^tt:7 ^;l/AJg)5R 



1 0-45596 

16 

[0055 ] *^BJ-Ctt, iSe$iM(iASEP 0 3 5 

7 3 6 9ccgB®©i®a®^^i*M-c*^,^ie)i3;, la 

tU:©TJl/n-jU (ii««»St4) ^iimMmSL'9^th 

;u© 1 mi^fc[tm.^mi:mi\jfiiimmt \^xm^,^^tih 

■:.t:fP^J:<tf ^ci^i-cts. TJi'3-;H*y cSfy- 
ji/fc J:afx $ y -;U© J; ^ ^cMfit?fi^,.^.©»f614ffi«: 

>'7'ji/3-ji/*$j:CJfs^^-ji'. t^xtfx^u^i/ya- 
Ji/te J:Cf b' u> 3 -ji'©J: ^ ^d:®^«i"; 3 

[0056 ] iif-^^<Dmm^r~\mQ 0 -^mz e o m 

g©:/y'< Fx7* K'J>. |5j7 0~*!)4 2 5m8r©BE 
5~l^4 m g©ii3?tSfJ4^tf. H,>SiM»2 4 0m 

gc^/y-f Fxyx F>;> {*/ci*S:^«%w-S^c6 

I* 1 2 0 m g ) ^iegE^i . *iJ:0'±ia<iHrt©ff 

«i;f)^«©ieBf:7"y -f Kx7* K ';>«:=3T-«:ffll,»^ 
figfll-r Sffil8tt!a}KS»J©*M£:S»J: 0 |J*{c-r-« 

[0057] ±iB©#^*I^te<l:0'»». S^tt*J<fcy^ 

=iT-^€>/c6-r©-CW*ijr*^. ±fBKHi1-©S*ffl 
1^-5. i. iB^©SiS*i<i:0'/*fcttfiil,>igfiiJS!S. M 

[0058] " m^mmm" it^-^raiiw^ ^susb^ 

?.tl5SI!ll!fC-«(c^©«j«*J§-r. »*U(,»©W 

rb'-fe;U(Avicei) (^>'^)V^^Tmy ^ 7-r;U:? T 
©FMCa:©S«iffi^) <i:b-CSS^$nTt,^&S(:S»42 

(0059] m-^m\t, mmt(o^K.m\i^mm-^t 

»i©ilS^SiJfc*^BJK:fflt,i^>ci*ir*^, MLtcm^ 

D-X (HPC) . rJ<'J (N- t'r-;l.-2 - fa 'Jiyy 
>) (PVP) teio't Fa + vyp f;l'^g^;Hr;l/a 
(HPMC) *s^sns. fi5^©J:l^CilC«, H 
PMC© J: ^ ^cfe^SiJ^^tJ J; ^ (c^iigB^^ n/c^S 



(10) 
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[0 06 0] js^tsiiibr, ;^7^T>;>g?-7^^->'f A 
[006 1 ] asaBcHi-fe^ ';i^>^^*j$e*iMi8±© 

*^}4 0-'i|i^8 5fiS%©-b9^';>^>4#*. J^Otid 
t Ka+->7'D fjuy ?-jH2;H3-x (HPMC) 

tJSJjiLrfc. *Sl»»*v-=i>tt3!i>60PADRY 
^^{ii|-c*J>J:c>. tSaicttffeCDRE^, t«^li^K{k5^ 

{C2. 5~20mg©-feg^yi^>*JJ:af4~50mg© 

[0062] S8ffl«:S|jt-r-Sfc*©jtf * Ll^S^S^ft 
S-C«, H^PJrJT-^rST. ^K^il/rwyv-^ Fj. 20 

PH 1 0 1 ) (mtf. K 1 u c 

e 1 > 7i^Ta>i±<OSmmm) tV -rfV^y^-t^^c 

m) PH 2 0 0i-7'U>F-r-S. '>CtC, ji3?tSi|€:*n 30 
fc:/ u> F*^Sij7- u Ji-ciEHI-r * c <!: (c J: o -c#)g 
[0063] MMS'^jRli. X5^;nz;i.a-xs/c«f6 

Ftt*»6Sg%3nrt»^PEG 3350©<i:^)^f 

^i^i^fiso oofe(±©4<yx?-u>i^';3-^i/) * 

[0065] ;^{C, ■< )\'^-ftiJSM*J^ F-7 

(Opadry. i-fe5^ U i^>t©*««4. 

3 n/c 3 T - ici«s L r -fe 5^ >^s^^jfe-r 
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J:i>. *©J:^?cJSW. iiJHlfi©7^jUA?gjsJ(;;j<'; V- 
[00661 tlSiJiC-QC^-CiCClSL/fciiO 

LBUL. *l/-ClII£R«±«ca<. fflbtBL«)«ai®fi«J 
«:« 1 1 otc^n. cn6»lslfe:/u- F±-C^, tS 
nff$S/cWAC»ai- F{C5ll8t>6n-5. C©a©5?ffi*5j: 
Uf«EE«!©t««:tt. 5Htil=&Se.-«*«>*. afecxcc^ F >; i» 
i'xiL/r©$^i 0~7 5%©SiiB^W-fe^i'n-x*jJ:cx 
cntcitiSL-rit^ie o~2 5%©ieB[7"v-< fx7 * f 

[0067]vFy^ i':^^m.tKm^^-t^tcib<DS 
^ic»tbi.^:f]mt, c?-^ i7XPite©S?jt-c*>S. c© 

umvit. mm.m.<D7'v ^v^-v 3. f ^^^s^f^r? 1, ^ 

0^>©«7l<«^o*l/^Eb*sJ:cf*^^:^■i'''<'7 v i'X*sj:of 

[ 0 0 6 8 ] V h >; V :!7X^im^!BJ?:S!{ji-r'5>fc*©$ 
e>«c»S L/t»:^fi6». :7V -< Fx7 X F >i-7 F y f 
i'Xtm<!:©ti^48&tt4^«S«f*<^-r5fc©-C* 

ltg:?nAj:i>gafeteSK:>ior:/y-/ Fxy* F ')>t 

M<o-7 F y i'x«iW©<^«*5Si* u^>t^^cm^^i>c 

tifiV^i. yy-f FX7 3: Fy>*jJ:iyf^Fy i'i'X 

tmiJ^jt j{>«ca©^^ i m^x x f ^jfm l , x 

*-5.C»». :7"y -C Fx7 * F V F y 

». vFy ^5'xtt*4*sis^s^fiX'Ky7-. m« 

i2;ua— XX— T^iUSfdi-feJi-a — X XX f ^i'"C*)'5 <t 
ttcSfSbt^. c©:^ffiK:-jK{cfflt,>6>ns;^K:«T 
-bF>. x^ey— ju. y :7'a/sy— ;u. g^Kx9^;U. 

*ji c; 2 aah©s^*i^* n 2.. 

[0069] *l6BJ©i?lffJ«, USP Chapter 
<7 1 l>i>csm<Djf:^rj:USPmS2^mmrh:X 
©7&ft(CJ;-5Ti5tSIL/r, -te^^yi^^iy'y-r Fxy X 
F y > i ©J^JUiie ^rfJS-r S C i *«-C t -5 . Jiff W . 
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3 7 'C© 1 >) V h;KD|gS**ffll>. 5 0 r pm©fflji 

[007 0] us P7Kffi««©a'JSK:fflC»^nSHP L 

»3 0*C{Ctt^t.. 1 : 1 (v/v) -;l'© 

^>C<i:K:j:-:>rpH6. StCPI^L/. 1 -3^:?:Jf>;^;^ 

«. 2 1 4 nm-CUV:^mg?rffll^ -fe?- U i>>tij:0* 
rfvA Kx7x K'J >©M:^(Ctf ^Ci*s-C^^>. — J59: 



10 



20 
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[007 1 ] *l6B^?ri^©llife{?!l-C$ 6.(C|$L, < UiBJ-r 

-2>*i. cn6w*^^4i®3t-ri*)©-c«>:tt,>. 

[007 2} 

[*; 

II 



[007 31 jyT{C7i^-rfflfiS!g2©:7"V Fxy x K >J > 
SSffj3T-tt. i)C©#«CcJ:-,-Ci!iitU/c. ^^>1~5 

-Jl'CS 0/5 0^?^, fiS^)'6~7-CU!i*L/c. 

ias&© 5 . 6 %*«fi£-r :x<omiti- i-vt) 
]m±(o 13/3 2' <Dmm<Dfn.^ < a^/c^^«** 

fflt>r. jil4?rEiS8Lr*>)l 8 0mg©:7-V'<' Fx7i 

[007 4] 
[«1 ] 



1. -/V-f Kx7i K'; >HC1 USP 4 0. 0 0 

2. h-X^ mjmi KF 1 5. 3 7 

3. -SS««H*;U>">Av OSP 2 4. 9 3 

4. x^;I/-fc.'PP-X. S«P BF 9. 0 7 
100 Preoiui 

5. »Ht'K> OSP 4. 5 3 
(y^X K^- C-15) 

6. 4V-fa\^)VTJUa~jU OSP 

7. x-^^-jU^ 95« USP 

8. IBffcf- h U '>i. USP 5.6 0 

9. >^x7U >ttTy»->»i> MF 0. 5 0 



18 0. 

6 9. 
112. 



0 0 

1 5 

2 0 



4 0. 8 0 

2 0. 4 0 

(4 5. 0 0)* 
(4 5. 0 0)* 
2 5.20 
2. 2 5 



100. 0 0 



4 5 0. 0 0 



[0 07 5] WTco^ccifiigcDieaati. :^^^mm 

W^^^ — (Hi-CoaterX HCT~30. ^ 



3 0% (as) cD^^iSL/cf^. ^m^^-'yxDm 

[0076] 
[^2] 
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WLmmm<D mm 

flea jfU- K ?6w/w (iig/Sgl) 



1. 










4 5 0. 


0 0 




ISOag SS»J^T- 












2. 




NT 


4. 


2 


8 1. 


0 0 




10 PreniuD 












3. 




KF 


0. 


5 


9. 


0 0 


4. 


^ 4r 'J >99. 5> 


USP 


2. 


3 


4 5. 


0 0 
















5. 




USP 


2. 


8 


(5 4. 


0 0)* 


6. 




nsp 


1 2. 


4 


(2 3 9. 


1 4)* 


7. 




USP 


2 2. 


8 


(4 3 9. 


7 1)« 


8. 


T-fer h> 


NF 


5 5. 


0 


(1 0 6 0. 


7 1)* 




it 




10 0. 


00 


5 8 5. 


0 0 



* 0 uas^^v &iifim'piztint£Lu\,s. 



[0 0 7 7] *<DS^. ia»K»a3T-CC. ^X<D«(C^ ig»|3T-±K:ii^6 0m&C!>«K7-y'r Ki7 

>Hc 1 ^mm'iimbtc. mmsi. :r:$>timi& <Dt,c+^tj:mmimotc. 

a-'O (/^-^^-*-. HCT-30. •-<i'*-tt) ^ [0078] 

mQoo g(Dmmm=iT-±icimL'tc. mass?: 3 ims ] 
5 ~ 4 0 -cjcfiu^ 1/ *i p. . mmms.i:m 9 g * 









(ng/SIAI) 


1. -f J4 h'Jt^-^j. Ki; >HCl 


Pharn 






5 8 5. 0 0 


180 AK IftSifSiJ 












asp 


6. 


5 


6 0. 0 0 


3. -bf-yi^VHCl 


Phan 


1. 


1 


10. 0 0 


4. it'^K^-f. 'JT- 


Pharo 


6. 


0 


5 5.50 


(yS-1-7006) 










5. lgS37jc 


USP 


8 6. 


4 


(7 9.7. 3 0)* 






100. 


0 0 


7 10. 5 0 



* 0 W»attSS5J, «tl*EiJ}g"t»lctt#aELCll.>. 



[0 07 9] cniE>©iSSiJCC, $e>«:i«v;^+>^® 40 «B#tAcC!!)i6. Bg/^-CH^Lfc, 
*>'SF^-C i";T- (YS- 1 - 7 0 06) 05 [0 08 0] 

fi«:if«)2 0mgitfln3-l±/c. ^Sttt. ©fSviSSa 5-C=& 
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(13) 
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(io/240Dg) &m 

(YS-5-1-7006) 



Pham 



Phara 



USP 



5. 0 



9 5.0 



7 10. 5 0 

19. 50 
(3 7 0. 5 0)t 



10 0. 0 0 



7 3 0. 0 0 



* 0 {i»^ttfiS5^s ^m\m^^\z.im^Lfx\.y 



[0 08 1 ] cnh<o:^-^^-^-v^nfcm\^. cs 

(a : " RH" «*B*ffflS*^i*rS) : 5 0*0/2 0 
%RH. 4 0*C/7 5%RHfcj:CX5-a SSPflf*. -fe* 

5 0'C/20%RH 
4 0-C/7 5%RH 
5-C 

[0083] mm2 



G) ^(D^^it^m^bfc. 
[0 08 2] 



(CE 



[0084] rn^<Dmmi<oy'y ^ Kx:7 :c k V >iSS'J 



57% 
4 3% 
1 7% 

(^^»5) tP-K:fu^vV'-XU^. 1 5^3^Pa 

;^'rT';>Kv^^.i^»^A (^^6) <i:5^FBl^U>K 

*f*/Co C(D:/U>K*. 7/1 e'' OS!^<DAC^<ff 
MclSMmm^m\^^X . Manesty Markll 

eiimmmx&M^ or. ^^^i^mAi)^^^ 5 3 5 m ^ 

[0085] 



30 



1 . 
2. 

3. 

4. 
5. 
6. 



yy-Y Fx::?* Ky>HC 1 
SSS®-te^l^t3-;^v NF (Ttf-fe;U PHioi) 

NF(^;U-fe;l/CKlucel) EXF) 

ffiii7k. USP 

JSSS'fejt'P-;^. nF (Tt:42;i/ m 200) 

Xf-T'J>Kv^^->':>A. NF 



{mo/mm) 

240. 00 
67. 48 



1 0. 
* (3 1 . 
2 1 3. 
2. 



82 
80) 
98 
67 



5 3 4. 9 5 mg 

[0 08 6] ;;^:^c. Jir®{ig^n/c:is?PKc. :A:a5#^^*> ★?g?K?:*^i 7 5 g/^rpss-r^c<!:Ccj:-:>r3r-o 

[0 08 7] tBDSe^^^a 5 'CCCJtJ^ ^s^^ [0 08 8 ] 



25 



(14) 



1 0 0 Prera 
3 3 5 0 



26 



4 5 5 9 6 



59. 
3 1. 
(70. 
(7 48. 



8 4 
1 1 

0 3) 
5 3) 



[0089] ii>^fc^<ommm^mm2 o g/fi^^j: 



9 0. 9 4mg 

10 Ofir/^TRSS-rSCiklcfcor. -fe^Vi^>»^SiSS«J 
[0090] 



®S1 

F -7 , U T— (Y5-5-19010) 



(mq/jgrn) 
10. 0 
19.30 
(4 70. 7 0) 



[009 1 ] 



29. 3mg 



^J^-/ KYS-S-lSOll) 



19.70 

(1 77. 3 0) 



[0092] mmms 



2 0. 2 0mq 

[0 09 3] 



m& 

:7'y >r Fx:7x F y>HC 1 2 4 0. 0 0 

NF (Tt'-i2;i/ ph loi) 6 7. 5 0 

aSM-fe^Un-;:^. NF(Ttf-fe^l' ph 200) 2 1 4. 00 

b Fa^^t^r?*P f;H2;l/P— X, NF 10. 8 2 

fS^7jc. U S P (31.80) 

;^ry U>^v^^v->'^A. NF 2. 67 

5 3 4. 9 9 mq 



[0 094] mimi^m 40^ tc. 

;?CCDIKttl[S*ffll^r. iSStJr3T--tC. EP 0 357 [0095] 

3 6 9 ^mmf)^r>nEmitixi>i>^m^^f:wmo ★ 



1 0 0 Prera 
3 3 5 0 



74.9 0 
32. 1 1 

(84. 5 3) 
(8 7 8. 4 7) 



107.0 Omq 



[0096] 



50 



27 



(15) 



1 0-45 59 6 

28 



K -7 . i7>J T — (YS-5-19010) 



10. 0 

19. 30 
(3 0 3. 7 0) 



29. 3mg 



[0 09 7] 



* "7 -f h (YS-5-18011) 



(mo/SggJ) 

19.70 
(18 1. 80) 



c 0 0 9 8 ] mm:f3m 

:?-v.r Kx7x KU>HC 1 . ^SM-fe>'i'a-x*sJ;!y^ 

K P r o c e s s o rTl 5^ia!:^U> Kl,. F i t 

z 5;!/ (ft(ji5l±^1f-<X2 AA©:7-U- ^*}J:CX:^'^ 
7*fiM) CCiiLTS^H/. 1 5 
U>F5rP-K:/P42>1*--(tiT. 9ffll%©*<!:^tC 
ffi^S&ftbfc, ^i-dr^- hSK60*C<DP-K^n-fe 

Lfc, ^tsimiiF i t z 5;i/tcaiL,r SJH/ (Btrjis 

#-51»--rX2AA®:?"U-h*iJ:C;:J--Y7*fiM) . 5 

3i:^7.*-KDVffJ:/b>^^'--Cl 0^ra:?'U> h'L 
/c. SiSM-fe-'Ua-x^JD;^. 1 5:»P^:?'U'> KUfc. 

/c. Kill an LX 2 1 JSSiJfi£^«lr. 7/ 1 6 ' 
SRCffl:a?:fflC\ liJPJSiei 0 kp-CSKftt^fffilL- 
fc. mmmvfmm.m.^msm&i 40 g/:»icrH 

■c 1 6 mm^mLfc, ^mv^mmmmmK. -fe 5^ 

^r. HCT-6 0 3-i?-r«JSyX;H<S*jj;i>*«35 
jSK4 0R/5}^«:-cl!![SL/fc. i^ift-7Xi;«a 
ifl»jiS4 0g/:?^-CjSU/c. -fe^^-; yxcSfStt 



2 0. 2 0inp 

[0 09 9] mnM4 

-X'D^micj^ijm^t^tc. *-r. fiR^i~5*5S:&7 

3 6K:1 5^raS:ru>Fl//c. :/U>F©* 
1 4 0<>*- ^<D*-'^•- h S+-!f-{C!^U/c, -fy 
yDf;UT;l':3-;l'<tx3?y-;l/i©5 0/5 0;^ 
(ii^T. 7kg)*. :?'U>K?:+^^K:S6-ti. 31^ 
«c" jaS" iStotiSi^tc 1 2^raM:t-C«>o< OSP 
SI«i«$6«:i(i^3 5^5-P^g^L./c. m-otcmm^ 

^Jsm3t--7'>-c5 o*c(cr 1 2~ 1 6B#pa. airie 

[0100] l^jSM&^iiC^iig-CS^l'bfc. S^K^fc 
30 SSK<D2-P©SP:»*5S::^7 ^- h:/U>^--Cil-l?. 

n=S:Se.tC5»PB^^U>FL./Co cntC. 0. 59^©X 

t?fiS*«il^ 6 0 0 m g aMm=' T 
[01011 
[^5) 



29 



(16) 



^mW- 1 0-45596 
30 



4. :J^^;l/-lr;l>P-Xs 
100 PreoiuB 

5. ^ h' K > 

X K > C-15) 

6. YvyntVUT;!/ 13-^1/ DSP 

7. 95X USP 

8. miti-i^') DSP 

9. XT^y U >Bg^^'»>/i>A HF 



(iig/|g»J) 



OSP 


4 0. 


0 0 


2 4 0. 0 0 


NF 


15. 


3 7 


9 2. 2 0 


DSP 


2 4. 


9 3 


14 9. 6 0 


NF 


9. 


07 


54. 40 


DSP 


4. 


5 3 


27. 20 



5.6 0 
0.5 0 



(90, OOJ* 

(9 0. 0 0)* 

3 3.60 
3. 00 



^tt 1 0 0. 0 0 



6 0 0. 0 0 



[0102] i^iTomaEMomim^t. :n:&^mm 

(>'^>^:^-^>-, HCT-30. -^^^-tt) ^ 



[0103] 
[^6] 



bO'CV^mUfc. 



1. 










6 0 0. 


0 0 




240ii« II»J3T- 












2. 


j:.^;t/-fe;l/p-x, 


MF 


7. 


2 


7 6. 


4 6 




100 PreeiuA 












3. 


-feyUcJ-XT-feT*— h 


KF 


0. 


8 


8. 


5 0 


4. 




KF 


3. 


3 


3 5. 


0 4 




(*;P*'7y^X 3350) 












5. 




DSP 


3. 


3 


(3 5. 


4 7)* 


6. 




DSP 


1 0. 


6 


(1 1 2. 


1 4)1 


7. 


^:J^y->l/> 95X 


DSP 


2 2. 


0 


(2 3 3. 


6 3)* 


8. 




NF 


5 2. 


8 


(5 6 0. 


7 !)♦ 






10 0. 


00 


7 2 0. 


0 0 



[0 10 4] ^©^. nfMtmiic, -x(om.vimr^^^) 

^m.'^l^ (J^^a-^-, HCT-30. ^iPii-^) 

Q-ccatJ^L-j^cAi^. mmmm^mb sx-^vmm 



(0105) 



(17) 

31 



1 0-45 59 6 

32 



Bc5> 


ifV- K 


?6w/ 




(ng/S^J) 


1. yy^ K^7i K'J >BC1 


Pharn 






7 2 0. 00 


240ag AM ffiStSSJ 










2. Hr^»; £;>HC1 


Pharn 


1. 


7 


10. 00 


3. jf^'^'K^-f. ^ 'JT- 


Pham 


5. 


6 


35. 00 


(YS-5-19010) 










4. »SS7k 


OSP 


9 2. 


5 


(5 5 5. 0)* 






10 0. 


00 


7 6 5. 0 0 



[0 10 6} cn^tDiJSiJCC. {i^(DSJ?fiJ«fi*jf^2 3 *iSL/Co 
mgitJJ^3^^'5:^'>'^•K^^. ^yT-(YS-5-19 [0107] 
0 1 0) <D5%7>c?g?K^i©S-r^C<!:CC<t-^rj!feL/c« [«8] 

1. -t?^ U i^>HCl/:ry W K Pbam 7 6 5. 0 0 

(io/240iig} isn 

2. Kv^r. ^ yr- Pham 5. 0 2 3. 0 0 
(yS-5-19010) 

3. ffifMTk asp 9 5. 0 (4 3 7. 0 0)» 

^It 1 0 0. 0 0 7 8 8. 0 0 

to 10 8] cne>cD:^-->'^'-^- F ^n/ciS^PJ^. (E 30$s$^f^. ;iX(0^^^-r<J:^J^j:PEG3 3 5 0(D-fe^y>>: 
iiSSi^iJcD-gPcb ur;x<^a?M^f*Ttcgc^/c : 5 0 xxf-;u (CEG) -^CD^{fc*a»J^L//c. 
•a 4 0 'a 3 0'C*JiC;f5'Cp l 2il[ffl*$J:Cf l 8??7$K [0 109] 

-te ^ »; v> >(D e - cc *t Lx r $ n /c 

1 2il 1 8;^;^ 

5 0 -C 0.40 

4 0 -C 0.17 

30 0.06 0.09 

5 -C N D 0.01 



(51) Int. CI ."^ mm^ f i m^^^fmrn 

A 6 1 K 47/38 A 6 1 K 47/38 C 

> hW06371. t T ^ iJ'^mm::^ y hM06378. X 

-;U F ♦ A, • 51 hx> h>. ^-^X' • '^^-r 33 



